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An oral embryotoxicity study of Octopirox 1n rabbits

SUMMARY

The antidandruff agent Octopirox was administered by stomach tube
in daily single doses of 16, 32, or 63 mg per kg body weight in
starch mucilage suspension to groups of 15 pregnant Himalayan
rabbits from day 7 to 19 of pregnancy. Simultaneously with

this treatment, control animals received the vehicle without
drug. On day 29 of pregnancy the dams were killed and delivered,
and the fetuses were reared in an incubator for 24 hours and

subsequently examined for developmentzl disorders.

The examinations demonstrated that repeated-administration of
Octopirox in the sensitive phase of crganogenesis caused no

e
inpairment of general health status o the dams and no disturbance

The examination of the fetuses for developmental status, exter-
nally ascertainable abnormalities, visceral and skeletal abnor-
malities, and a 24-hour viability suggested no embryotoxic and
teratogenic action of Octopirox. Two different abnormalities

found in 2 different fetuses of the 63 mg/kg group were, accordir~

to our observations, spontaneous drug-unrelated events.
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INTRODUCTION

The antidandruff agent Octopirox (= H 72 6146 A) used in this

study came from Ba:ch E 002 (test certificate No. 4714). T

#
-

Iin a preceding exploratory oral study, Octopirox was tested in
groups of 2 (in the 200 mg/kg group of 3) Himalayan rabbits at
dosages oI 12.5, 25, 50, 80, 200, or 500 mg per kg body weight
from day 7 to 19 after mating. The doses up to 50 mg/ig were
toleratad bv the dams. At 80 mg/kg 1 dam gave birth before term
on day Z7 of pregnancy. The second dam of this group showed only
implantation sites in the uterus, suggesting aborticn or fetal
death at an early stage. The dose of 200 mg/kg led to a marked

or ccmzlete refusal of food, weight reduction, and premature

o'y
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oirth en dav 25 and 28 of pregnancy in all 3 dams. In the
50C mg,/xg group, after a complete refusal of food and severe
o

weight reluczi

n, 1 animal died after the 3th dose and 1 on day

26 ¢ pregmancy. Ia view of these findings, doses cf 16, 32, and
65 mg per kg body weight were selected for this study.

-

The study was carried out from October, 1978, to January, 1979.

STUDY DESIGN AND CONDUCT

Sexually mature, 6-7-month-old, virgin Himalayan rabbits from our

own colonies (Hoe: HIMK (SPF Wiga)),of an initial mean body weight
v

- - * A p - - .
of 2579 - 162 g, were mated. From day 7 to 19 after mating tae

<

recelived daily single oral doses cf

5 ml starch mucilage per kg body weight - Group 1 (control)
1t mg Octopirox per kg body weight - Group 2
22 mgz JcTenirex per kg body weight - Group 3

iroX »er Kg body weight - Group 4

C i

bv stomach tube. The drug was suspended in starch mucilage
T per iiter redistilled water, and given in an equal
oo

e of 5 ml per kz body weight. Three hours after sus-

ensict Ji= Zrug was sacwn to be unchanged. The suspensions were



prepared fresh each day. After each weighing of the animals
the doses were readjusted. -

Fifteen te sixteen females were assigned to each dosage group.

They were kept singly under conventional conditions in metal

griil cagss with wire floors, In a rvocm with 2 temperature of
21 - ZSOC, a 55 ~ 65% relative humidity, and the change of air
16 - 20 times per hour. The room was illuminated artificially for

12-hour day periecds from 6:00 o 18:00 hours, a’ternating with
12-hour dark night periods. The light intensity measured at a
height of 1 meter above the grcund in front cf the cages was

approximately 450 lux.

The diet consisted of Erkz®I €000* and tap water, both supplied

ad libitum.

and 1f sperms were found In the vaginel smear they were caged

({5]

separately. ADout o hours later they were mated again in case that
the first mating might not be successful. The day of mating was
taken as day O of pregnancy. Pregnancy was regarded as proved if

at autopsy implantation sites were demonstrated in the uterus.

(In the following part of the report only pregrant animals will
be considered. Omitted will also be 3 dams from the 16 mg/kg
group, which died between the 3rd and 7th day of treatment as a
result of tracheal gavage).

Throughou= *kh= study, the behavicr and zeneral health status of

the animals were czheckad dailv, food intake continually, and boedy

On day 29 arfter matisg a1l the females were killed by intrzvencus
injection of T 61-Hoechs:t® arnd delivered bv cesarean section. On
opening the uterus, live and Jdead fecuses, Tetal resorption sites,

placentae, and corpora luzza on the ovaries were counted and
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macroscopically assessed. Furthermore, the body weight and crown-

rump length of the fetuses, the diameter of the conceptuses under

resorption, and placental weight were determined. The sex of the
fetusss was determined at autopsy.

Subsequently, the fetuses were examined far external appearance
and externally ascertainable abnormalities, and reared in an in-
cubator at a temperature of 32°C and a 60% relative humicity for
24 hours. Fetuses which died during this time were r=corded. The

surviving fetuses were killied with chloroform.

About half of the fetuses in each litter and all prematurely bor-

and dead fetuses - subsegquently referred to as skeleton fetuses

were fixed in alcohol, dissected, eviscerated, and cleared in

potassium hydroxide. The skeletons were stained with alizarin red

and examined under a magnifying glass for developmental status

and abnormalities.

The remaining fetuses - ZuTrther designated cross-section

th
(1}
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e
were fixed in Bouin's fluid and examined under a stereomicro-.
scope for organ abnormalities in transversal body sections

by the method of Wilson*.

The fetuses were selected for these two types of examination by

alternate assignment according to their position in the uterus.

The dams were dissected and their organs were macroscopically
assessed. The heart, liver, kidneys, and spleen were weighed.
Dams which aborted or littered before term were likewis=z killed

after the event, dissected, and examined for uterine status.

The statistical analysis included simultaneous comparisons ot
the dosage grcups with the control group and comparisons ¢I ail
groups with the corresponding groups in the previous studies.

A list of the statistical methods employed is shown on p. 31.

* Described in "Teratolcgy: Principles azd Techniques™, :cov
J.G.Wilson and J.Warkany, The Universi=<y of Chicago Precss,
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RESULTS

No unforeseen circumstances were observed which may have affected

the quality and integrity of this study.

The benavior and general health status of the cams curing the
study were unremarkable. All the animals survived the end of the
study. A hairless site was found on the throat of 1 dam from the
52 mg/kg group from day 16 of pregnancy, and on the chest of 1 dam
from the 63 mg/kg group on day 28 oI pregnancy. No causal con-
nection with administration of Octopirox was assumed, since such

findingzs are occasionally encountered in untreated animals.

Q¥

ood intake was not disturbed by tkes dJrug. With the exception of

-— My

dam from the 63 mg/kg group, which refused food between days

-2

4 and 20 of pregnancy, the amounts consumed in the drug groups

Iy

corraspondésd to those consumed in the control group (<f.p. 10 j.

Likewise the body weight develcpment of the dams was not affected
by treatment (cf. p. 10 ). ’

The data obtained during pregnancy and on cesarean section are

listed on pp. 117 and '3 - 16 . They show that 1 dam In the

16 mg/kg group aborted on day 26 of pregnancy and 1 dam in the

32 mg/kg group littered before term on day 28 of pregnancy.

The former animal displayed 9 conceptuses under resorption. The
latter produced 8 normally developed live offspring;

of 1 offspring only the head was found, the dam having consumed

the other parts. The remaining dams in all groups carried live

by

stuses till delivary. The number of corpora lutesz, permitting

nfersnce about ovulations after mating, as weil as the numbar

a

5f implantations and of live fetuses per litter, lay in ail drug
groups in the order of magnitude encountered in the simultaneous

zontrol group.



Live fetuses in the drug groups were normaily developed. Their
body weight and crown-rump length corresponded to these para-
meters in the control grcup. The sex ratio was balanced in all
groups. Dead fetuses were not found in excess of our spontaneous
rate. They were markedly underdeveloped, with body weights between
0.31 and 2.79 g. Conceptuses under resorpticn were fetal primor-
dia with a diameter between 0.69 z2nd 2.64 cn. They were relatively
numerous in the contrel, 3Z mg/kg, and 63 mg/kg groups, but there
was no difference between the control and drug groups in the

frequency of occurrence.

The placentae of live fetuses from the 16 ng/kg and 32 mg/kg
groups were unremarkable macroscopicallv and in respect of weight.
In the fetuses from the 63 mg/kg grour, tlacental weights were

higher than in the other groups, but thev ¢éid n

rang of the previous contrcl values and the differ=nce from the
simultaneous control was without statistical significance. The
placentae of dead fetuses were smaliler than those oI live
Zetuses, and anemic.

The survival rate after 24 hours' rearing in the incubator
(cf. pp. 77 and 18 ) corresponded in all drug groups to the

survival rate in the simultaneous control group.

Examination of fetuses for abnormalities (cf. pp. 12, 20-23 ,

and 25 - 28 ) revealed hydrocephalus internus and a cleft palate

in 1 fetus from the 63 mg/xg group. Another fetus from this group
exhibited a vesicle filled with clear liquid in the skin and
muscles dorsal of the lumbtar vertebrae. suggesting a locally

restricted surface fissure fcrmation.

At autcpsy and examinegtion I TrInsversal bedy sa2ctions

(cf.pp. 12 and 20 - 25) soms Zz2tuses dlsclosed fused leces of
lung, a transversal and enlarged stomach, 1 transversal kidney,
OT an ensuarged renal p2lvis



Trhe skeletons of live fetuses delivered to term (cf. pp.12 and 25-28)
were found in all drug groups to be at the same stage of develop-
ment as ia the simultaneous control group, c<crresponding to day
29 of pregnancy. The skeletons of dead fetuses were, in regard to
their stage of development, less ossified. In addition to the

2 fetuses of the 63 mg’/kz group whose Jeformities have been d=-
scribed, some fetuses in the drug groups demonstrated a rib on

the 7th cervical vertebra, a 13th rib, fused sternebrae, or dis-
located/fused caudal vertebral centers, all these being findings
also encountered in the control group. Furthermore, 1 control fetus

exhibited a dysplastic cervical vertebral arch and ¥ control Zetus

an aplasia of 1 thoracic vertebra and of the corresponding pair cf

D

£ ribs.

e results of the morphological examinations showed no ac-

3
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h
cumulation of abnormalities and variations in any drug g
he 2 different findings in the 2 fetuses of the 63 mg/xg grcup
are to be viewed in connection with spontanecus deformities oI

n

f=n

partly the same kind, which were also observed sporadicaiiy
other rabbit studies in 1978. Since inquiries into the origin
of these abnormalities suggested inheritance rrom animals of the
breed, a causal relation between the findings and the adminis-

tration of Octopirox was not assumed.

At the autopsy of dams, 1 control dam displayed an enlarged gall-
bladder, marginal fatty degeneration in 1 lobe of liver, and a
lobe of liver fused with the right kidney. Among the drug-treated
dams, no macroscopic changes in the iInternal crvrgans were observed.
The weights of the heart, liver, kidnevs, and spleen of these
animals did not differ from the corresvondinz weights in the

control dams (cf. p. 3C ).
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HOECIS T A PHARMA RESEARCH TOXYCOLOGY
STUN L Yo TuX 1Ty PREPARATION:0CTOPIKROX ANTIMAL tRAa3RIT HIMALAYAN
SExt it CESARERN SECTION ON DAY 29 POSTHE TROM PAY 7 =~ 19 POST (OPULATIONEMN
Wiri e s AL VEHICL ! s TARCH MUCTIYAGE
STARYL Of STUDY Y0725/ 7% STUDY Hu:GZ2h0246

DAILY +0OD COHSUMNPTION G / 100 G RPCDY WEIGHT

T v T oI T T T T R e

bAY OF DPRIGHNANCY

noct no- 7 7 =14 14 -0 20 =26

WhIXG I: > S 7] y < ) X S N X S
(oNTPOL 11 L.31 0 0.55 N 12 3.8%81 0.71 10 1.34  1.2¢ H 5 1,47 0.75 g
14 1¢ L.17  0.49 -1, 14 3,82 0.47 11 I.N2 1.1¢ -N 10 3.352 U.79 -t
%2 14 L,67 0.70 -N 11 3,66 0.47 10 2.3 0,43 ~-N 73,77 GL.LB ~1l
43 1¢ L, .52 -4 7 3.673 0.6° 7 2.76 1.1 -N 7 3.3%6 V.65 ~N

THE FOOD COMSUMPTION 110 G/7150 G B0DY WEIGHT WAS USED FOP THE EVALUATION,FOR DAYS 7-20 THE AKREA UHNDER
THE (UrVE.

ANDY WEIGHT C

bAY OF PRIGNAMCY

bOSr I 14 0 <
YA I X S M X 5 d b S N X S N X 5
CoviRrROL 15 259" 150 ! 15 2436 120 15 2¢06 120 15 2622 116 N 12 2752 124 H
14 14 2612 131 -N 16 2627 15¢ 14 2¢53 152 14 2667 1409 ~-N 146 2210 147 ~N
12 14 2532 171 -4 14 2550 145 16 25564 146 14 2610 177 =N 1 2737 187 -
“3 19 2579 161 -M 15 2584 16¢ 15 2587 171 15 2623 174 ~-N 15 27¢6 209 -H

THE APEA UMDER THE 30DY WEIGHT CURVE WAS USFD FOR THE FVALUATION OF bAYS 7-20.

- = NO DIFLERENCE FROM CONTROL (P> .05) o = SIGNIFICANTLY DIFFEPENCT YFROM CONTROL (P<.05)
WITHIH HORMAL RANGE OUTSIDE NORMAL RANGE
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HWEECHST AnRT PHARMA RESEARCH TOXIt0LOGY

STUDY s LMBRYOTOXTICTITY PREPARATION:DCTNPIROX ANTYMAL:RAZGIT HIMALAYAN
SFEY:FEMALF CESAREAL SECTICH OH DAY 29 DOSING FROM DAY 7 = 19 POST COPULATIONEM
ROUTC:0RAL VEHICLF:STARCH MUCTLAGE
START OF STUDY:1Q/2347H STUDY MNO:G2KQ24L6

SURVEY OF 1 tSULTS AT CESAREAN SECTION

L N5E o/t CANTROL 15 : 32 ¢33
t XPERTINEUTAL FEMALES WITH SPEPY. / PPREGMANT 1471% ) 15715 15715 15715
PPEGHNANT FEMBLES - WHICH DICD 0 0 ¢ n
~ WHICH DFLIVEKRED PREMATURELY 0 0 1 0
~ WITH AS0RTIOL OP OWLY ELRLY RES 0 ] ¢ ¢
PEMALLEYS ON DAY 29
-~ WITH I%PLAMNTATIONS 15 14 14 15
-~ WITH CEAD IMPULANTATIONS OMLY n 0 ( 0 ]
- WITH LIVF FETUSES 15 14 14 15 4
F0LY JEIGHT GAIN G (DAY O~  29) 154 108 c05 191 -
CAR ONY 30 OF COMPORA LUTEA + 7.6 N 7.3 =1 7.6 =M 7.5 - I
IMPLANTATIONS + 6ol N 7.1 -n .6 =t L5 -y
RESORPTION SITES + 1.2C A n.s?7 - 1.2 - 1.07 -~
DEAD FETUSCS + r.nl o N7 =N N.07 -n C.tp =
tL1vl FLTUSES + S ] b, =~ Sl =N 5.2 =
UL TS I LIVE FETUSES
SEXy “ALE/FLMALL = he /52 L4 /56 55745 5176%
20UY VEIGHTY G + X 4,5 N 2,4 =N 45.1 -n 4,0 -
S 3.2 46 3.8 A
CROUN-RUMP LENGTH (M + X 9.4 H Q@4 =N G.4 ~N y.5 -
5 C.b 0.4 0.5 ¢.s
PFLACCNTAL WEIGHT G + X .77 N S,60 N S8 -p Goz2 -
5 0,52 0.76 N.57 C.R}3
SUkVIvAL RATE AFTER 24 HOURS % 7.40 "1 QL 66 -~y 23,33 -n 1,75 -4

CE s T TCAL Co L UL ATION PERTORMED

L NO SYMBOL TS GIVEN SEE M TABLE OF PPREVICUS CCHTROL VoALEi

STENIFICANTLY DIFFERENT FROM CONTROL, (P .05
OUTSIDE NORMAL HANGE

MJIMYMW%NQichl(MﬂRm.(PLOS) ’ ‘
o RIS MORB AL ALt A
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EMBRYGIOXICITY STUDY OF OCTOPIROX IN HIMALAYAN RABBITS

Survey

of autopsy and skeleton examination resulls

Dove o days 70 1Y of pregnancy

Skl oton fotuses

owleso of coaminad fatuses

Hydrocephatus internus and cleft palate

Comprletely fused middle Jobe of right lung with
inreiior lateral lobe or with superior right lobe

Balarged renal pelves

Blood accimalation in thoracic cavity

Transversul, or transversal tightly packed, stomach

Short or normally long 1ib on 7th cervical vertebra,
unilaterally or bilaterally

Dysplastic cervical vertebral arch

Short and/or normally long 13th rib, unilaterally or

bilaterally
Aplastic thoracic vertebra and pair of ribs
Fused sterncbrae
Dislocated or fused caudal vertebral centers

Cross-section fetuses

Number of examined f{ctuses

‘Transversal, or transversal enlarged, stomach

Vesicle filled with cleur liquid in the skin and muscles

dorsal of lumbar vertebrae
Transversal left kidney

N = —

(5.

7)

2 (5.7)

1o mp/kg
Number of fcetuses (%3 in brackets)

32 mg/ke

63 mg/kg

494

BN = 1N

o

42
2

(6.2)

(2.0
(4.1)
(4.1)

(4.1

(4.8)

(2.3)

48%* 50**

~ 1 (2.2)
2 (4.2) -

~ 1 (2.2)
4 (8.5) -

- 4 (9.0)
2 (4.2) 2 (4.9)
- 1 (2.2)
2 (4.2) 2 (4.5)

37 36

- 2 (5.5)
- 1 (2.7)
1 (2.7) . 3 (8.3)

Of this mumber *I

b

**6 stunted dead fetuses omitted in mean values
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HOLLHS T AG . PHARMA RESEARCH YOXICOLOGY
STULY : L 3w r 01O Y PREPARATION:NCTIOPIROX ANTMALIRABSTIT HIMALAYAN
SFXsbEaALL CESAREAN SECTION ON DAY 29 BOSTNG FROM pAY 7 = 19 POST COPULATIONEN
KOUTE:ONAL VEHICLI:STARCH MUCILAGE
START OF STUDY:10/2%/7753 STUDY HO:G2Y 0245

INDIVIDUAL RESULTS AT CESARFAN SECTIOW

T S N e fn h R e em e TR A6 e s bk me WR ve s e e G Sm e e e - o e = -

(;'\SE:. CONTROL START OF STUDY THIS GROUP: 1GC/23/7¢%
DaM . CORP. IMPLANTATIONS . LIVE FETUSES . s RPEMARXS

NO . W GALH turT TOT LIVE DFAD RES Sgx . “CpyY- . CROAN~RUMD PLACFNITAL

r/72 G -AL i F WEISHT G LEMGTH M wWETGHT G

rAY =24 N X S N X S 1] X S

1585 120 ’) & 2 0 0 L2 6 45.93 2.24 L 9.9P (LLD b AL26 U.BS
153 75 4 g 5 C ( ¢ S § 64,72 1,09 5 92.06 0.11 5 5.9 0,32
1537 2¢n 7 ° £ G 1 0 8 £ L1,52 1.76 g 9.10 Nn,21 £S5 ,74 4,52 -
15839 10 4 v . b) S £ %34.01 3,74 29,15 6,41 = L.14 UL50
1599 29" 3 £ 0 " 701 8 42,11 1,74 85 9,85 (,19% 2 5.10 u.71 - o
15720 nQ 7 4 5 a 1 302 S 44,98 1.37 5 9,70 0,15 S S,77 (.7¢ -
1591 110 7 4 4 I 0 2 2 LoLL.27 2.30 L 9,37 0.2+ L 4.57 U.81
1502 21¢ 7 5 S 4 i T2 S L3, FR 2,77 S .32 C.15 54,00 U.72
1597 &n 7 7 7 e e L X 7 L3086 2,91 709.2¢ 6.2 TS0y GL,91 H
1596 -3f 5 < 1 C L 10 1 LA, 00 0,00 19,90 5,00 1 S.uY g.00 -
1525 Zeu 7 7 L 1 2 17 L 41,55 1,01 L 8,70 n.%¢ 4 569 u.cs D
1576 L2720 P 7 7 n (¢ 4 3 7 624921 3415 7 10,06 0,31 i S.6% y,.4h -
1597 1) ;! 4 ¢ 0 5 0 2 2 4°,05 0.78 2 5,95 n,07 2 A4S 0.19 -
1595 115 4 6 4 Q 2 2 2 4 L5,02 3,98 L& 9,80 Q.17 4 bu4h vl -
1539 70 5 4 Y a 1 102 I 40.2713.7 I23,806 1,41 35,645 1,71 -
1 1y 114 ¢4 77 1 ie 17 L0 77 77 77

N 154 7.5 6ot 5.1 0.07 1.20 2.5 2.7 41,52 9,39 5.77

4 '2: 3-19 " N 001011 0.62

Explanation of symbols follows . . ‘

-
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7 ¢
S o
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PREPARATION:CCTOPIRDX

DAY 29 DOSING TROM DAY 7
VEHICLF:STARCH MUCILAGE
STULY HO:G2YN266

Explanation of svmbols follows

ANTMAL:RAIGTT

PHARMA

STUCY THIS CROUP: 10/23/77%
. LIVE FETUSES

SEX . 30D Y - . CROWN~Tuyre

VOF WETGHT 6 LENGTH €Y

N X S H X S
4 2 HOL4,52 4.2 6 1L.08 0,03
3 N Lt .ny 3,05 e .29 (.02
T 7 44,89 2,50 7 9,71 C.31
2 3 S L, 26 3.67 S 9.7¢ 0,12
¢ 4 H L .70 L.72 6 .55 0.3
¢ 1 5 43,12 3.00 5 7.bE6 (.25
3004 7LLau9 2.27 7 %419 0,12
IS5 ©G1.05 (.34 & 92.02 0.5
2 ? LLTL 02 0.396 4 7.52 5,10
70 L AT PR ) R A7 I5.33 2012
L L For1,31 7.32 Eo2.05 .8
Ly 7 33,66 7,12 7 B8.8% U.6
2 0 5 45.22 3.94 b4 Geb6 0.23
17 Wors 67 7.01 8 9.22 (.59

40 S0 0y 90
7 2.9 3.5% G624 3r 2445

4.55 * e lA

PLACENTAL

RESLCARCH

HIMALAYAN
- 19 PNST COPULATIONEN

WLIGHT
N X
6 5.206
¢ 4L.90
7 (.98
S S.93
& 5,80
5 5.95
7 5.6
& 5,20
4 He7%
T 4.3
¢ L.95
7 4,79
& 5.71
5 L.39
9¢
5.60

G

TOX1CoLOGY

TLEMARKS



} {
Hot CHST afe PHARMA RCSEARCH TOXICULOGY
STUPDYLEMIRYOIOXICT Y PREPARATICN:OCTOPIROX ANIMAL:REFH T HIMALAYAN
LIX T EMELE CESAREAN SECTION OH DAY 29 DOSING FROM DAY 7 = 19 PCST COPULATIONLM
POUTE s Ol AL VEHTICLE:STARCH MUCILAGE
STARY O STuobYyst10/723//8 STUDY HO:G2r0246

TnulVIDUAL RESUL TS A1 CESEREAN SECTION

P A e M e e e e o A i e o n e e - e .

vOSES. Y2 BG/IKG START OF s1UCY THIS GROAUP: 10/23/78
LA o CURP. I“PLANTATIONS . LIVE FETUSES . «REMAEKS
MO, w GelM Lut TOT LIVE DEAD RES SEX . a0Dh Y-~ o ChOWH=PUMP PLACENTAL
t /7 5 -AL v F wEIGHT G LENGTH ™ WEIGHT ¢
LAY (=29 N X S M X S I X S
1415 170 3 L A n 1 2 1 I oLLL60 1,22 I 9.8% .23 3y 5.86 .58 -
IS Tyfr 2 9 G 0 C 4 3 9 39.84 2.01 9 2.50 0.19 G .87 0,52 -
1417 1358 £ 7 7 n ¢ KA 7 49,07 3.59 7 7.27 C.15% 7 65,04 0,87 - 1
S Y let R 5 i ¢ 1 2 2 L L5,40 6,36 4 10.00 D.4L3 & A L7 1.312 -
1419 175 7 ? < 1 | 2 3 YOS247h 424 5 1J.40 04320 5 6.50 0,79 > v
laeh e 4 5 3 0 2 ¢ 3 I LLLED 1.04 3 9.8 0,25 } 6,48 0,27 |
Fued 22 7 4 4 0 2 31 L 65,32 2.16 L 10.27 C.33 L $.72 1.20 -
fhed 135 5 5 4 1 T v L2445 3.6 L 9,10 0062 L 5,38 0.99 -
ot 121 £ £ O D) z s 1 b 62,0685 2.Y6 6 P.0f Q.21 ¢ 5.98 .70 -
1524 7L + 4 l 3 i 2 1 3 LP,30 2.26 9.3 7 .15 304415 U.92 -
1429 2ot o a e r Y 6 2 B L. §5.20 a §.,57 (.61 £ 5,36 U,72 -
1426 250 7 ) : 6 ’ 2 1 I LPL30 3.47 TS .67 (.12 2 6,29 0.35 -
142 190 £ 2 z N 3 I 5 £ 43,70 2.78 8 y.24 020 8 5.55 L7 -
1428 370 i a & 0 2 6 B 43,69 1.36 g 10.05 C.2¢8 E 5.08 06.5°% -
F529 80 40 ) Q . x
H 14 107 23 75 1 17 L1 L0075 75 75
X 208 7.6 &eb S.6L 0.07 1,21 2.9 2.4 LS .15 9.59 5.98
5 97 3.5¢4 " ¢.9%3 0.57
\

Explanation of symbols follows



\, ()

HOECHST .AG PHARMA RESCARCH TOXICOLOGY
STUDY :EMBRYODOTOXYICTITY ' PREPARATION::NCTOPIRNOX ANTMAL :RABAIT MIMALAYAN
SEX:FEMALF CESARFAM SECTION OH DAY 29 DOSING FROM DAY 7 = 19 POST COPULATIONEMN

ROUTE:OKAL VEHICLF:STARCH MUCILAGE

STARY of STODY:10/23%/7¢F STUDY NO:62K02¢L06

INODIVIOUAL PESULTS AT CESARFAHN SECTION

DNSE: [N AN STERT Qf STUDY THIS GROUP: 10/23/78
SR N gl)'(F’. TWPLANTATIONS . LIVE FETUSES . SREMARKS

NO, W GAIN tuT TOT Llve orap urs SEX . popy- . CEOWN-FULI'P PLACFENTAL

£/7%8 G -AL I F WEIGHT G LENGTH [} WYEIGHT Iy

DAY (=29 N X S H X S I X S

1530 435 G ® ¢ e 0 1 7 2 L2,82 B.91 g 9.60 0,57 £ 4.80 1.24 -
1671 120 s £ < 3 1 2 3 5§ 65,L2 3,41 5 9.2F (.40 S 4,69 U,41 -
tatg 30 < 4 ¢ a r 101 LoL5.17 0.91 L 8,32 0.13 L 6,31 (,25 -
161%] ~1140 ¢ 4 1 1S # 10 1 46,60 0.00 1 19.1C (.00 1 7.72 L.U0 .
1494, L0 2 ? 9 A 0 S & 9 L5.71 3.51 9 10.03 .38 9 S.B7 UL.74 v
151y 248 11 0 £ 1 1 LA L2430 Lab3 Eo9.42 0,30 8 6,02 0,79 -
1434 L0 3 ¢ 7 n 1 L 3 7 42,33 7.08 7 9.509 (.72 7 05.96 1.37 -
1457 2506 10 10 L ‘ & 22 L o49,62 .00 L 9,57 0,51 L 5.720 L,927 .
14673 A 8 f 2 ‘ ¢ 5 1 PoL2 BT 2.2 Boo7.21 114 T 5,08 0,75

49 216 o c ¢ 1 1 7 4 5 60,98 1,87 4 5,27 €.3% 6 5.11 L.SC T
1640 j s 3 { 5 0 1 2 1 LR 7 LLES 310,00 N.20 Toh.64 1,00 .
YR 1ot " < ki 0 2 0 347,93 1,99 3 9.57 0.1° 37,02 u.24 -
154, 1oce 7 7 7 N G 5 2 7 58.93 (,95 7 .89 N,43 7 5.55 1.3R -
14613 1560 & 6 3 0 ¢ 2 4 6 43,77 3,49 6 10.00 0,317 6 5.94 0,72 -
V64l —r 7 3 1 n 3 10 1 51.10 9.00 1 £.60 0,00 1 7.34 0,00 -
N 1€ 11¢ 0?2 E( A 1¢ 41 2 80 80 20

X 191 s .8 5.3 0.40 1.067 2.7 2.6 L, 98 9,49 6.22

3 145 3.3 ¢ C.lb v.ED

xplanation of symbots follows
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HOECHST &G ' PHARYMA RESEARCH TOXICDLOGY
STUDY :T¥DRYOTOXICITY PPEPARATION:CCTOPIROX ANTHAL:RABBIT HIMALAYAN
SEX:FEMAE (FSARFAN SECTION ON DAY 290 DOSING FROM DAY 7 = 19 POST COPULATIQNEHM
ROUTE : OkAl VEHICLF:STARCH MUCILAGE
START OF STULY:10/72%/7E STUDY NO:G2x02L6

FETAL SHRVIVAL RAVTE [N INCUPATOR UP TO 24 1DURS AFTER CESAREAN SECTION

SURVIVAL RATE = NUMAER LIVE FETUSES 24 HOURS AFTEP CESAREAN SECTION / NUMBER LIVE FETUSES
AT CESAREAN SECTION %

vOSE tontrROL DOSE : 16 *6G/KG

DAM NO NUMBER NUM3ER DEAD FETUSES SURVIVAL DA% NO NUMBER HUMBER DEAD FETUSES SURVIVAL
Fr78 AT  BIRIH 0-1 1-2 2~3 3-4 (~-24 RATE % F/76 AT  AIRTH  0=1 1-2 2-3 34 L-24 RATF %
1LIVE DFAD HUURS AFILR 3IRTH LIVE DEAD HOURS AFTER BIRTH

1SR . 100.0 1600 6 1060
1565 5 100.0 1401 8 100.0 !
1§87 e 100.,0 1602 7 100,10 o
15¢¢ g 1 £7.5 1603 5 100.0
1530 £ 160.0 1404 4 1 27,13 !
1599 S 100.,0 1406 5 106,0

15¢1 3 160.,0 1436 7 1 387

1992 5 100.0 1407 5 100, 0

159 ? 100,00 1450°F L <

159¢L 1 100,10 1509 4 100,00

1595 4 1 100,0 1510 3 ] 56,7

1596 7 1 £s.7 1611 2 1 37.5

1597 2 100.0 1512 7 1 100.0

1598 4 1¢60.0 1613 8 100,0

1599 3 100.0 1614 8 1 7.5

. SuUn .17 1 . 1 i s 97,4 o +SUM . 90 * 1 . 2 3. 3L .

Explanation of symbols follows
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HOLONHS AL PitARMA RESEARCH TOX1(0DLOGY
STUDY 16 RYOTOXTICYITY PRFPARPATION:O0CTIOPIROX ANIMAL :RAGARIT HIMALAYAN
SEXsFLtapr CESARFEAN SCCTION 0Ot DAY 29 DO0STHG FROM DAY 7 = 19 p0OST COPULATIONEM

ROUTL AL ) VEHICLF:STAPCH MUCILAGE

STARS OF STUDY:10/21/77¢ STUDY HO:62K02406

FETAL SURVIVAL RATE IN INCUDATOR UP TO 24 HOURS AFTER CESAREAN SECTION

SURVIVAL PATE = NUMZER LIVE FETUSES 24 HOURS AFTER CESAREAN SECTION / NUMBER LIVE FETUSES
AT CLSAREAN SECTION b4

pant e 12 vG/rG DOSE 6% MG/KG

PAM HOD HUMBE R HUMBFR DEAD FETUSES SURVIVAL BDAM NO NUMBER HUMSER DEAD FETUSES SuRvVivay
t/70 AT BIRTIE 0-1 1-2 2-3 3-4 4L=-24 PATE % F/7¢e AT BIRTH  0-1 1-2 2-3 3L L-24 RATIM X

LIVE LFAD HOURS AFTEF PIRIH LIVE DEAD HOURS 4FTER RAIRTH

1515 ? ¢l 33.3 1¢30 8 160.0
1415 7 1¢0,0 1431 5 10a0.C
1417 7 . 100.9 1432 b 100.0
1418 3 100.0 1¢33% 1 5 1 fLO
1419 Y 1 1¢e.C 1554 9 10C.0
1A20 ? 1 bb .7 1635 R 1 7.5
14621 4 1¢0.0 147 7 100.0
1422 L 1 75.0 1437 4 1 7oLt
1423 ) 1 83.1 143E 8 100, 0
152¢ 1 100.0 163C 4 1 1 83,12
1525 14 100.0 1640 3 100.0
1624 7 10,0 16461 3 100,0
1627 15 100.0 16642 7 1 ac,?
142¢% b] 1C¢6.0 1663 6 10040
14629 . f 16644 1 100.¢

LSUY . 75 1 . 4 1 . 93,3 . o SUM . 8o , b .1 1 1 2 . 9,8 .

Explanation of symbols [ollows



EMBRYOTOXICiTY STUDY OF OCTOPIROX IN HIMALAYAN RABBITS

Explanation of symbols on pp.13 - 18.

0

hen ¢ b

Dam with markedly enlarged gall®ladder; marginal fatty

degeneration in right lobe of liver and right caudate lobe

of liver fused with right kidney

1 stunted dead female fetus; body weight {2.79 g), crown-rump
length (4.36 cm), and placental weight (3.17 g) omitted in

mean values

Dam aborted on day 26 of pregnancy; 9 conceptuses under
rescrption

T stunted dead fetus; sex impossible to Jetermine; body weight
(i1.351 g), crown-rump length (3.7 cm), and placental weight

(2.97 g) omitted in mean values

1 stunted dead fetus; sex impossible to determine; body weight
(1.61 g}, crown-rump length (3.9 cm), and placental weight

{3.20 g) omitted in mean values

Premature birth on day 28 of pregnancy; 1 live offspring and
head of another offspring found on cage floor: 6 live fetuses
in uterus and 1 live fetus in birth canal: body weight
(32.8 - 39.0 g), crown-rump length (8.9 - 9.5 cm), and
placental weight (4.45 - 7.30 g) omitted in mean values

5> stunted dead fetuses; sex impossible to determine; body
weight (0.31 - 0.36 g, crown-rump length (2.7 - 2.6 cm),
and placental weight {1.33 - 3.39 g) omitted Zn mean values

1 stunted dead fetus; sex impossible to determine; bodv weight
vv.12 g}, crown-Tump length (2.35 cm), and placental weight

(1.88 g) omitted in mean valiues

cJ
(o]
a1
ot
}‘
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&1
w
H
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nr
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EMBRYOTOXICITY STUDY
Findings in fetuses abt autopsy
compound: starch mucilage Dose: 5 ml/kg Animal: Himalayan rabbit
(control)
Route: oral
F E T U S E S
HAM at delivery examined for skeletal abnormality examined for soft-tissue abnormality
te nunber sex number sex
/78 [1ive dead m f |examined m £ findings examined m £ findings
1585 0 0 4 2 3 i 2 N.A.D. 3 3 0 lin
1586 5 0 0] 5 3 0 3 N.AD. 2 0 2 N \
1587 8 0 0] 8 4 0 4 NLALD. 4 0 4 Mo
P64 8 0 5 3 4 3 1 N.ALD. 4 2 2 NoALD '(5’
Y 8 0 7 | 4 4 0 N.ALD. 4 3 | Im \
| 40¢0) 5 0 3 2 3 2 | N.ALD, 2 1 | WAL
16591 1 0 2 2 2 1 1 N.ALD. 2 ) | NOALDL
1ha2 5 0 3 2 3 2 | N.A.D. 2 | | NUALDL
1HhU3 7 0 q 3 4 3 | N.ALD. 3 ! 2 MNOALDL
1594 | N | 0 1 | 0 N.AD.
1595 4 ] | 4 3 0 3 la 2 | 1 NoALD.
1590 7 0 q 3 q 2 2 N.AD. 3 2 | th
1597 2 0 ] 2 ] 0 ] N.AD. 1 0 | N.ALD.
1548 q 0 2 2 2 ] | N.AD. 2 1 ! 1
1599 3 0 ] 2 2 1 1 N.ADL | 0 | N.AL DL
0 77 ] 37 41 43 21 22 35 16 19

Explanation of synlols follows
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EHBRYOTOXICITY STUDY
"indings in_fetuses at autopsy

Compound:  Octopirox Dose: 10 mp/ky Andmal: Himdlayan yabbit

Route: orual

F E T U S E S

DAM at delivery exandhed for skeletal abnonnality examined for soft-tissue abnormality

Ho. number sex nunber sex

F/ 78l 1ive dead m f examined m f findings examined m f findings
1600 O §] 4 2 3 2 ] N.AD. 3 2 | N. AL !
1601 8 0 3 5 4 ] 3 te 4 2 2 N.ALDL 1
o2 7 0 3 4 4 2 2 N.ALD. 3 1 2 N.ALD. -
1603 5 0 2 3 3 | 2 le 2 ! [ N.ALD :
1601 O O 2 4 3 1 z N.A.D. 3 1 2 N ACD.

SRS 4 ! A ] 3 3 0 N.ALD. 2 ! | N.ALD.

1600 / (8] 3 4 4 | 3 h 3 2 ] I

1e07 ¢ 0 5 5 4 ] 3 N.ALD. 1 2 2 I

160 } 0 2 2 2 2 0 N.ALD, Z 0 2 NALDL

1010 5 0 3 0 2 2 0 N.AD. | I 0 NJALD,

o1 8 0 4 4 4 1. 3 N.ALD. q 3 | hi

lol2 7 | 4 3 5 2 2 1h 3 2 I N.OALDL

113 8 0 2 O q | 3 Hh 4 ] 3 N.ALTL

1014 3 0 f 7 4 0 a4 1y 4 | k) N.AD.

0" ) l a0 S0 49 20 28 "2 20 22

Explanation of symbols fo! s
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EMBRYOTONXNICITY STUDY
Findings in fetuses at autopsy
compound: Octopirox Dose: 32 mp/kg Animal: Mimalayan pabbit
Route: oral
F E T U S E S

LJAM at delivery examined for skeletal abnormality examined for soft-tissue abnormality

Ho. number sex number sex

U/l live dead n £ examined mn t findings examined m £ findings
1615 $ 0 2 1 2 2 0 N.ALD. ! 0 ! N.ACDL !
1616 9 0 O 3 5 2 3 N.AD. 4 4 0 NOAVD. 0
Tot7 B 0 3 q 4 2 2 N.AD. 3 ! 2 NG

1618 4 0 2 2 2 0 2 N.ALD. 2 2 0 HoA D, !
1619 S ! 2 3 4 2 ! 1h 2 0 2 NLALDL

1620 3 0 0] 3 2 0 2 le ! 0 | NG

1621 q 0 3 ] 2 1 ! N.ALDL, 2 2 0 NOACDL

1622 4 0 3 1 2 2 0 MoALD. 2 ! ! N.AGD.
1023 6 0 5 ] 3 3 0 1h 3 2 ! Im
FEM| 5 0 2 1 2 2 0 N.AD. | 0 1 NOALDL

1018 8 0 o 2 4 3 1 N.ALD. q 3 I MNLAGTL
1620 3 0 2 ] 2 2 0 N.ALD. ! 0 I LA

16127 8 Q) 3 ) 4 .2 2 N.ALD. 4 ! 3 NOALD.

1028 8 0 2 6 4 | 3 e 4 ! 3 N.ACDL

1620 3r 1 5 P ) 3 ! 2h, thk, 2r 3 2 ] NN

R S — — — e e e e
n 82 2 40 36 48 27 18 37 10 I8

Explanation of symbols foll

S



compound:  Octopirox

Y

(o

EHBRYOTOXICITY STUDY

Findings in fetuses at autopsy

Dose: 03 mp/kg

Route: oral

Animal: Himalavan rabhit

F E T U S E S

Explanation of synbols £o’7 ws

LAM at delivery examined for skeletal abnormality examined for soft-tissue abnommality
o, number sex number sex
*/78{live dead n £ |examined m £ findings exanined n B 4 findings
1030) 8 0 ! 7 | | 3 In 4 0 4 Id !
1631 5 0 2 3 3 | 2 N.ALD. 2 | | i ro
1632 1 0 3 I 2 ! ! N.ALD. 2 2 0 NoAL DL vt
1033 I 5 ! 0 6 | 0 Sh !
{034 Q 0 5 4 5 4 | N.A.D 4 | 3 NGALD.
1035 8 0 3 ) 4 i 3 Tc 4 2 2 hin
1350 7 0 4 3 4 2 2 N.AD/ 3 2 i NoALD.
{037 4 -0 2 2 2 1 | N.A.D. 2 | ] i
1038 8 0 5 3 q 2 2 N.A.D 4 3 I Ih
1639 b 1 2 4 4 ! 2 Ih 3 1 2 NoALDL
1040 3 0 2 1 2 | 1 N.A.D. 1 1 0 N.ALD.
1611 3 0 3 0 2 2 0 N.ALD. ! | 0 NJALD.
1042 7 0 5 2 4 3 1 N.ALD. 3 2 | thi
1613 O Q0 2 4 3 | 2 N.ALD. 3 ! 2 NOALD,
044 | 0 1 0 | 1 0 N.AD.

© e — — — —— R ——
i Su O 41 39 50 23 21 36 18 18



EMBRYOTOXICITY STUDY OF OCTOPIROX IN HIMALAYAN RABBITS

Explanation of symbols on pp. 20 - 23

(The figure preceding the symbol indicates the number of fetuses)

" a Stunted dead fetus

b Stunted dead fetus; determination of sex and assessment of

organs impossible because of small size
C Hydrocephalus internus; cleft palate -

d Vesicle (approx. 0.6 cm in diameter) filled with clear

liquid in skin and muscles dorsal of lumbar vertebrae

e Middle lobe of right iung completely fused with inferior

lateral lobe

£ Middle lobe of right lung completely fused with superior
right lobe

0Q

Blood accumulation in thoracic cavity
h Transversal stomach

i Enlarged stomach

-

Tightly packed stomach
m - Transversal left kidney

n Enlarged renal pelves
T Dffspring from premature Dirth on dav 18 or DregnNancy;

not examined

pe3



Compound:

starch mucilage Dose:

EMBRYOTOXICIT

xamination for skeletal abnormalitics

5 ml/kg

(contiol)

N\).
|-/

" 78

1535
1580
1587

Sol

Phgh
|[1”\)

IRRA|
12
BURS

Paad

FG05

tH490
fhyy
1568

1549

No.

‘fe-

tus-

CS

[ o1

lHead Cer- Thorac- Cer- Lun- Sacral Caudal Fragm. Ixtremities
vi- ic (sternebrae) vi- har verte- verte- verte- ossification
cal verte- cal  ver- brac brac  bral of metacar-
ver- brae ribs te- centra pal
Le- brac Yes No
by e
O-0 7 0-12 13 0-4 5 6 o-11 12 13 0-5 06 0O- O X
LALD, 3 3 12 3 - 3 3 15.5 - 3 0
N.AL D 3 3 3 3 - 3 3 12.7 - 3 0
AD ] | 4 2 1{ - 4 1 13,2 - 1 0
Iy
HOALD ! ] 2 4 t - 4 4 2.0 - | 0
T
JUALD. ] 4 4 q - 4 4 12,5 - I O
oA, K 3 3 3 - 3 3 15,3 - 3 0
le Ik
MOALD. 2 2 1 2 - 2 2 13.0 - 2 0
MOAL DL 3 3 3 3 - 3 3 13.0 - 3 0
HoALD. il q 4 4 - J 1 13.5 - 4 0
1k
iLALD | Th 1 1h - | | 15.0 - | 0
b ! 1 2 ] 2 1 2 - | 2 | 2 15.5 - 2 ]
Tk
HALD. 4 1 2 2 ] - d 4 12.7 - ! 0
HLALD. 1 ! | ! - 1 1 15.0 - ! 0
oA 4 2 2 2 ¢ 2 2 13.0 - 2 0
N.AD. 2 2 2 2 - 2 2 12.5 - 2 0

Route: oral

(“a

Y STuby

Animal:

Sternum Ribs

Explanations of svmbol

s [ollow.

Himalayan vabbit

ble-
natin-
ded
of
shel -

cton

NLAL
MNL.A.

W\

NG
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EMBRYOTOXICITY STUDY

Examination for skeletal ahnormalitics

Compound: Octopirox Dose: 16 mg/ky Animal: Himalayan jabbit

loute: oral

DA No. Head Cer- Thorac- Stermun Ribs Cer- Lun- "Sacral Caudal Prapm. Extremitics Re-

lo. of vi- ic {sternebrac) vi- bar verte- verte- verte- ossification main-

1/ 78 {c- cal verte- cgl ver- brac brae  bral  of wmetacar-  dev

tus- ver-~ brae . ribs te- centra pal of
es te- brae Yes No slel-

biae eton

0O-6 7 0-12 13 0-4 S5 © 0-11 12 13 0-5 6 7 0-5 6 X
1600 3 N.AD 3 3 3 3 lc 3 3 12.7 - 3 0 N
1601 d N.ALD 4 4 4 4 - 4 4 13.2 - 4 0 NLALDL
1602 J 0 N.A D 4 4 4 4 - 4 4 12.7 -~ 4 0 JoAh.
1003 3OHoAL 3 3 3 3 - 3 3 13,3 -~ 3 0 NLALD
o0 TONCA D 3 3 3 3 - 3 3 3.7 -~ 3 0 NOALDL
10605 30oN.aALD. p 3 | 2 3 - 3 3 153.3 - 3 0 N
100 oMo, | 4 ] 3 | l¢ 1 4 15.0 - 1 0 NoALD.
RERY 1 MAL D {q 4 4 q - 4 {q 12.5 - d 0 N AL
N Y R 2 2 2 2 2 2 13.5 =~ 2 Q NLAGDL
1640 JooHaaD. 2 2 2 Vg - 2 2 13.5 - 2 0O NLAGDL
lo 4 N.A D 4 4 4 4 - 2 2 4 2.7 -~ 4 0 N.ALD.
o2 5 la } 4 1 4 1 2 2 ) 3 g ~ | q | 4 12.7 - 4 | 1a

ety 4 NAD A 4 4 4 - 4 q 13.5 - 1 0 NCALD.
fo b b ONAD ! q 2 2 4 - 4 4 13.2 - ] 0 N.ALDL

|
|
1
|
|
|
|
|
|
i
{
|
|
!
|
|

-

Explanation of symbols follows

\ ! ¥
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EMBRYOTOXICITY STUbY

Compound: 0 ropisox Hose: 32 mg/hy Animal: flimalayan 1abbit

Route: oral

P No. Head Cer- Thorac- Sternum Ribs Cer- lamn- Sacral  Caudal Tragm. Lxtremities Re-
. of Vi - ic (sternebrae) vi-  bar verte- verte- verte- ossification main-
‘l ' fe- cal verte- cal ver- brae hrae hrail of metacar- der
"8 tus ver - brae ribs te- . centra pal of
cs te- brae Yes NO shel-
brie cton
0-6 7 0-12 3 0-4 5 6 0-11 12 13 0-5 6 7 0-5 6 X
- —— - ——— - ———— e — 1
Thls 2 NUALD. 2 2 [ 2 - 2 2 155 - 2 0 NCALDL
1O 10 5 NA D 5 5 P 5 - S 5 12.6 - 5 0 NoAVDL T
1k '
117 4 LA q 4 4 ] - q 4 13.2 - 4 0 NOAGDL
1k
a1y 2 NNLD 2 2 11 2 - 2 2 12.5 - 2 Q0 N
1619 4 ta | 3 | 3 ] 3 | K) - | 3 ] 3 43.0 - 3 | i
1620 2 ONLALD. 2 2 2 2 - 2 2 13,0 - 2 0 NoAGDL
1621 2 HLALD 2 2 1t 2 - 2 2 12.0 - 2 0 N.ALD,
1622 2 N.A.D. 2 2 | . 2 - 2 2 12.0 - 2 0 N.OALD.
1623 3 N.A L. 3 3 12 3 - 3 5 12.7 - k) ) N.ALDL
167 2 AL AD. 2 2 2 Y - 2 2 12.0 - 2 0 NOVLD.
1628 4 N.ALD. 4 4 13 4 - 1 ] 153.2 - q Q) MUALD.
lolo 2 OHLALD. 2 2 2 2 - 2 2 13.0 - 2 Q N.ALD.
16727 4 NADL 4 4 301 4 - q4 4 12.5 - 4 O NOALD.
1678 4 HOALD. 1 q q 3 I £ - 4 4 12.3 - I 0 AL DL
1679 O MUALD. 4 4 2 2 3 5 - 3 1 4 12,2 - q 0 NoALDL

Explanation of symbols follows \
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EMBRYOTOXICITY STUDY

Examination for skeletal abnormalities
Compound: Octopiron Dosc: 63 mg/ky Animal:  imalayan vabbit

Route: oral

DAM No. Head Cer- Thorac- Sternum Ribs Cer- Lum- . Sacral Caudal Frapm. Extremities  Re-
of vi- ic (sternebrae) vi- bar verte~- verte- verte- ossification main-
Mo fe- cal te- : al ver- brac bra bral  of metacar- d
1'/78 e ca verte cé e 1 rac ; metacay er
tus- ver- brae ribs te- centra pal ! of
cs te- brae Yes Nao skel-
brae : eton
O-6 7 0-12 13 0-4 5 © o-11 12 13 0-5 6 7 0O-5 6 N
1630 4 N.ACD. 4 4 i 3 2 1f Ic 4 d 13.7 - d 0 NLALD
. lg
1631 3 N.ALD. 3 3 3 3 Ic 3 3 13.0 - 5 0 NLVALDL
1632 2 NLALD. 2 2 2 2 - 2 2 12.5 - 2 0 N.ALDL
1035 0 Sa 5 | S | 5 1 5 ! - 5 1 ) I 15.0 - | S Sa
1034 5 NCAGD. S 5 ! 4 5 ¢ 5 5 13.2 - 5 Q NoALD
td
1035 A th 4 4 4 - 12.7 - 4 0 NG
1630 N.ALD. 4 4 2 2 ! - 4 d 150 - 4 0 NOAD.
'j
1637 2 N.AD 2 2 2 2 - 2 2 12.5 - 2 0 N.ALDL
ib38 4 N.ALDL 4 4 3 i 4 - 4 i 12.2 - 4 0 NLALD.
1039 4 1a 1 3 1 3 ] 2 1 ! 3 - 1 3 1 ) 12.7 - 3 I la
1040 2 NJALD. 2 2 1 ] 2 - 2 2 1200 - 2 0 N.ALD
od ! 2 N.AD, 2 2 2 2 - 2 2 15.5 - 2 0 N.ALD
1k
*
Tudd2 4 NoALD. 4 4 ] 3 4 - 4 1 5.0 - 4 0 N.ALD
lod3 3 N.ALD. 3 5 21 3 - 3 50123 - 3 0 N.ALD
fadd toNADL | | ! ] - ! I 15,0 - ! 0 NALD

Explanation of symbols follows



EMBRYOTOXICITY STUDY OF OCTOPIROX IN HIMALAYAN RABBIT

Explanation of symbols on pp. 25 - 28

(The fizure preceding the symbol indicates the number of

fetuses)

a

H

0Q

Stunted dead fetus; slightly ossified total skeleton

Protruding vault of skull; slightly ossified nasal and

=

frontal bones; cleft palate

Short or normally long rib on 7th cervical vertebra,

unilaterally

Short rib on 7th cervical vertgbra, bilaterally
Dvsplastic 5th cervical arch

Short or normally long 13th rib, unilaterally
Short and/or mormally long 13th rib, bilaterally
Aplastic thoracic vertebra and pair of ribs
Fused 4th and 5th sternebrae

Fused 12th and 13th caudal vertebral centers
Dislocated caudal vertebral centers

Cfispring fron cremature birth on day 28 of pregnancy;

2 offspring not examined



TOX1CODLOGY

WOECHST AG ‘ PHARMA RESEARCH
STUDY :ErBRYOTOXICITY PREPARATIOCON:QCTYOPIROX ANTYMAL::RABBIT HIMALAYAN
SEXTPEMALSE CESARFAN SECTION OH DAY 29 DOSIHNG fROM DAY 7 - 19 POST COPULATIONENM
ROUTE :u&AL VEHICLE:STARCH MUCTILAGE

START OF SIUDY:10G/23/7% STUDY MNO:G2K0246

SURVEY OF u0ODY AND ODRGAN WEIGHTS G IM DAMS

DOSE 900Y WEIGHT HEART ILIVER KIDNEYS
M6k 6 1] X S N X S N X S N X S
CONTROL 1S 2752 128 15 S.29 .52 Nk 15 5244 Seb67 N 1S 13.59 1,19
1% 14 2510 147 1L Se25b NL,Le - 14 52.565 L.08 =N 14 13.87 1.52
52 14 2737 199 14 S.67 N.55 ~-N 14 54 .69 7.00 =N 14 164,53 1.17
£3 15 27¢9 2909 15 5.16 (b ~-p 15 51,52 7.33 =N 15 13.473 1.53

L EUNES SPLEEN
wG/KG N X S
CONTROI 165 0.59 02,15 N
1¢ 14 0.54 Nel12 =N
12 1¢ ND.56 N.15 =N
43 1¢ 0.45 0,15 =N

SU‘NTFI(‘J\NI'M’ DTFFEREM" FROM CONTROL (P<.05)
OQUTSTLE NORMAL FANGE

1

NO IHFEERENCE FPROM CONTROL (P> .05)
WITHIN NORMAL RANGE A

Hou
"o

M
-t

-1

~H



NUECHST A£G

STUDY tEMBRYOTOXICTITY
SEXIFEMALE CESAREAN
ROUTE:OFAL

START OF STUDY:10/23/7¢8

STATISTICAL METNHODS

e mm mA e v om s e he e m e e e e

Foop CONSUMPTION
51A87

CUHRTNG DOLSTNG

gD

DY WEIGHT
TART

URING DOSING
1D

mCE O L

CtSAREAL SECTION PARAMETERS
LODRPORA | UTEA

TAPLANTATIONS

RESORPTIION SITLES

LrAD FOTUSES

t IVE FETDSES

PARAMETERSY QF FETUYSES
BOpY WEITOHI

CROWN=RuUMNP LEMNGIH
PLACENTAL WEIGHT
SURVIVAL RAITE

U = NO CALCULATION POSSI3LE

~ g —
o

THE

PREPARATION:OCTOPIROX

METHOD

rd — =

B IR VIR Y

L RV

S PUNNETT'S SINULTAHEQOUS (OMPARISON
NEMYNYL'S MANY~-OHE VERSION
GOOLMAN'S SITMULTAHNLOUS COMPARISON
S SIMUL TANEQUS COMPARKISON WITH

SECTION ON DAY 29

DNSING FROM DAY

VEHICLE:STARCH MUCILAGE

STuoY

H-TEST

NO:G2KO24LS

PARARMETER

ORGAN WEIGHTS
HEART

LIVER

KIDNEYS
SPLEFN

CONTROL ACCORDING TO WILCOXON

PHARMA RESEARCH TOXICOLOGY

ANIWAL:RA3B]IT HIMALAYAN
7 - 19 POST COPULATIONEM

METHOD

TN e = b

b e e e wr cm s s e o s e m e i i e e et e PR ae G et G W b S e A e e G e b A G M ee iy G e e B v tm ma M e M R we e S e M e et e A e mA = o G we B A e fm om e e T e A SR e e e oy o e A M et M e e e v e e



HOECHST AG ' PHARMA RESEARCH TOXICQOLOGY
STUDY :EMURYDTOXICITY PREPARATIOHN:OCTOPIROX ANIMAL:RAGBIT HIMALAYAN
SEX:FEMALE CESAREAN SECTION ON DAY 29 DOSING FROM DAY 7 = 19 POST COPULATIONEM

ROUTEZORAL VEHICLEzSTARCH MUCILAGE

START OF SIUDY:10723/7¢ STUDY NO:G2KN246

GENERAL VIEW OF ALL LONTROL ANIMALS

FEMXALES NO. OF POSSIDLE PARAMETER

VALUES (-MISSING=AVATILA3LE VALUES TO NORMAL RANGE CALCULATION)

Y
Lted - U
DLLIVERED FREMATURELY - 10

[}
i O AQORTION OR ONLY - 7 L
EARLY RFS b
______ e e e '
PHEGNANT ON DAY 29 21t CORPORA LUTEA ITMPLANTATIONS

RCSORPTION SITES,DEAD AND LIVE FETUSES

“ITH Oty Rt S - L
wITH ONLY DEAD FETUSES - 1)
WI1TH DFAD IMPLANTATIONS - r
LITTERS wITH AT LEAST 214 DAM: 30DY WEIGHT FOOD COHSUMPTION(-104=10%)
OME LIVE FETUS ADRENALS(-9R=116) SPLEEN

HEART KIDNEYS(-1=213)

LLIVER ' PLACENTAL WEIGHT

FETUSES: BODY WEIGHT CROWN=RUMP LENGTH

SURVIVAL RATE



HOECHST AG . ‘ " PHARMA RESEAKCH TOXICOLOGY
HOR®AL VALULS AT 28.06.,1979 FROM PREVIOUS CONTROL GROUPS (95X PRODALILITY) PAGE 1
STUDY SEMUBRYOTIOXYC T Y SPECIES;RADOTIT HIMALAYAN

GUSING FROM DAY 7 TO 19 POST COPULATIUNEM

WLIGHTY DATA IN DAMS ON DAY Q 7 14 20 29 POST COPULATIONEM
No.'OF DAMS DATLY FOOD CONSUMPTION G/100 6 PODY WT ( 108) BODY WEIGHT G ¢ 214)
GROUP (MORM,.RGE START DURING DOSING END START DURING DOSING END
L He
5 / S 1.83 - 4.98 0.91 -  4L.6S 0.52 - §4,6R
7 / b 1.59 - 5,07 0.86 -~ 6L.P4 0.12 - (.81
8 / ? 1.59 - 5.07 0.86 - 4,84 0.12 -~ &,81
10 / 2 1.38 ~ 5.542 .5 -~  S5.44 0.00 - 4,87
14 /7 13 2100 ~3210 2072 -3134 2210 ~3210 !
1 /7 13 2150 ~3120 2208 -3081 2255 -3150 Ut
[92]
4t AN VALUES (N FETUSES PER DAM AT CESAREAM SECTION i
HO. OF DAMS soDY CROWN=RUMP PLACENTAL SURVIVAL RAT(E
GROUP /NURM,RGE WEIGHT G LENGTH CHM WEIGHT G %
11 q¢ ( c14) ( 214) ( 214) ( 214)
13 25.25 ~49.70 7.95 =10.67 3,70 -~ 7,77 50,00 - 100,00
15 /4 13 0,04 -49.00 B.15 -10.50 3.85 - 7,43 60,00 - 100.00

A GROUP MARKLD WITH #1 DAMS IS CONSIDERED NORMAL,IF AT LEAST W2 DAMS LIE IN RANGE SHOWN,

L NUMBER Tt BRACKETS INDICATES THE RESPECTIVE NUMRER OF CONTROL ANLI%ALS,



) ()
HOECHST AG : : PHARMA RESEARCH TOXILOLOGY
HORMAL VALUES AT 28.04.1979 FROM PREVIOUS CONTROL GROUPS (95% PROBABILITY) PAGE 2
STUDY tEMBRYOTOXICITY SPECIES:RABITIT HIMALAYAN

DOSING tROM DAY 7 TO 19 POST COPULATIONEM

{SSAREAN SLCTION PARAMETERS IN DAMS

D . T T N i e

NUMSER OF DAMS IMPLANTATIDNS FETUSES RESORPTYION
1N GROUP J1TH WIITH ( 218) LIVE DEAD SITES
CORPUOKA LUTEA ITYPLANTATIONS “q
41 { 21h) ( 21%)
14 L - 32 6 - 13 95 76 - 90 0 - 4% 2 - 14
15 5 - 13 7 - 14 99 79 ~ 93 0 ~ 7 3 - 15
Q3 74 - 88 0 - 4 2 - 14
102 81 - 36 0o - 7 3 - 15 '
A GROUP OF #1 (A4S IS CONSIODERED NORMal,IF THE A GROU® OF #1 IMPLANTATIONS 1S CONSIDERED NORMAL, “
HOS OF DAMS WIIH MAX 7 COKP LUT Ok 7 IMPLAN- IF TME NOS OF THE 3 PARAMETERS IN THE GROUP LIE |
TATIONS tIE WITHIN THE RANGE SHOWM, WITHIN THE HANGES SHOWN,

THE DOSE GROUPS ARE NOt COMPARED, H’TYE.GWXH’IJES(NHSIDE'HH?NONVU;RAN@Z

THE NUMPER IN BRACKETS INDICATES THE RESPECTIVE NUMRBER OF CONTROL ANIMALS,

{ /



HOECHST AG ‘ PHARMA RESEARCH
NORMAL VALUES A1 206.08.1979 FROM PREVIOUS CONTROL GROUPS (95X PROBABILITY)
STUDYSEMBRYOTOXICT (Y SPECIES:RABBIT HIMALAYAN

DOSING FROM DAY 710 19 POST C(OPULATIONEM

URGAN WEIGHTS G Ih DAMS =~ AUTOPSY ON DAY 29 ppoST (OPULATIONEM

e oo
NO+ DAMS HEART LIVER KIDNEYS SPLEEN
GROUP JHNORMLRGE ( 214) ( 214) ( 213) ( 214)
¥ K2
16 /7 17 3,94 - 7.L6 IfF.8% =~ £4.51 10.09 - 18,05 0.7 - 1.35
15 /7 12 4.39 - 6.E5 61,13 - 77.82 11M.62 - 17.38 0.38 =~ 1.13

A GROUP MARNED WITH W) DA%S IS CONSIDERED NORMAL ,1F AT LEAST #2 DpAMS LIE IN RANGE SHOWN.

EHE NUMDLR TH BRACKETS TNDICATES THE RESPECTIVE HUMBER OF CONTROL ANIMALS.

ToxiCorLoGy

PAGE

3



Fiber
Ash
Hardness

Dry basis

Amino acids

Arginine
Glycine
Histidine
Lysine
Methionine
Cystine

M. + C.
Threoniae

Tryptopnan.

16.49
3.02
15.47
7.83

[
[
w
(3]

88.60

P @ P

oe

kg

P P oGP P P o8 og® of

o8

Composition of the

food (ERKA Z £C00)

Vitamins (in 10CO g diet)

=)

A (I 12000
Carotene(A) (IU) ca. 15000

D, (10) 1260

E (mg) 92.846
Bl (mg) . 4.333
B, {mg) 6.646
B (mg) 10.51u
3, (ug) 13.981
Nic. acid (mg) 76.338
Panteth. acid(mg) 20.268
Tolic acid  (mg) 2.097
Choline (mg) 1082.0
Biotin (pg) 118

Minerals and trace elements

Calcium 1.627
Phosphorus 0.502
Salt 0.683
Potassium 1.280
Magnesium 0.285
Manganese c.oou3s
Todine 0.0222
Iron 0.0416
Cepper 0.0010

Zinc ca. 0.0C0S1

gl Ul 0° Y @ @ of o of

o



Hoechst - 57 -

] Hcecenst Aktiengeseilscha
Pharma Research

Quality Assurance (GLP)

Title : An oral embryotoxicity study of Octopirox in rabbits
{report No. 603/79)

Date * Qctober 11, 1979
Study No.: (2K0246

This study was periodically inspected and properly signed
records of these inspections submitted to testing facility
management and the study director as shown below:

Inspection - Report
October 26, 1978 | = <c-ceceeona-o
December 14, 1978 December 14, 1978
October 23, 1979 Octoper 25, 1979

S. J. Harston

ualitv issurance

Tamgyy —aroAz 7S ~eniges.
T AUs @ SIETME TTIuY LAl mrlTEuD SZ 127 sise 'sthat. ; " :TC2 3rzqisien.




